Elevated tissue immunoglobulins in Hirschsprung's disease--indication of early immunologic response.
Hirschsprung's disease is of multifactorial origin including genetic as well as other region-specific neuroenvironmental factors as well as focal contact with the extracellular matrix. Immunological activity is elevated in patients with enterocolitis associated with Hirschsprung's disease suggesting an immunological role in HD. Increased expression of major histocompatibility complexes (MHC) class II antigens and ICAM-1 in the aganglionic segments of bowel further strengthen this association and suggest early immunologic involvement. In this study, immunoglobulin activity was biochemically assessed in surgically resected specimens of 23 patients with Hirschsprung's disease in whom there was no clinical or histological evidence of enterocolitis. IgG and IgM were significantly increased in segments of bowel histologically identified as aganglionic or transitional zone, suggesting an area of maximal immunological activity in the transitional zone. The lack of an increase in IgA immunoglobulin activity in the same bowel segments suggests that IgA response may be related to associated enterocolitis in HD. Elevated tissue IgG and IgM levels were observed in 5 neonates presenting within the first week of life and older patients did not have significantly higher immunoglobulin levels, suggesting that the immunological response was not part of an ongoing infection or progressive condition. Increased IgM in the neonatal period suggests an early immune response in Hirschsprung's disease and strengthens the hypothesis that the immune system may be involved in its pathogenesis. Possible causes include the effects of an antenatal infection or local microenvironmental influences on the differentiation or maturation of migrating neuroblasts of the enteric nervous system.